Influence of temocillin on colonisation resistance and consequences for therapy.
The influence of temocillin on the colonisation resistance of the digestive tract was studied in mice, with doses ranging from 0.062 to 1 mg/day administered orally and 0.25 to 4 mg/day administered subcutaneously. The effect on the colonisation resistance was measured by the concentration of resistant bacteria (either endogenous enterococci or an exogenous strain of Enterobacter cloacae) as well as by the relative caecal weight and the appearance of beta-aspartylglycine in the caecal contents. None of these parameters indicated a decreased colonisation resistance by any of the dosages investigated, meaning that, in the mouse the drug can be used safely without an increased risk of overgrowth by resistant bacteria causing superinfections. Both systemic and oral administration of 0.25mg of temocillin/mouse/day (10 mg/kg/day) appeared to completely suppress the sensitive Gram-negative bacilli from the digestive tract within 2 days. This selective decontamination of the digestive tract in mice was the reason for a subsequent study in man. It emerged that selective decontamination with parenterally administered temocillin was possible in 7 out of 10 volunteers. The remaining 3 however, did not respond to temocillin although their faecal Gram-negative bacilli were susceptible to the drug. In none of the volunteers did the colonisation resistance appear to be affected. The consequences of the use of temocillin for either prevention or therapy of infections are discussed.